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Art Unit: 1643 

DETAILED ACTION 

Claim 15 has been amended. Claims 14, 15 and 17-19 are pending and under consideration. 

The rejection of claims 14, 15 and 17-19 under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for a method of screening for a compound that is capable of 
reducing the division rate of a yeast cell comprising contacting the yeast cell with a fragment of 
the SML1 protein or a peptidomimetic of the SML1 protein, and measuring the division rate of 
the cell in comparison to a cell in the absence of said fragment or peptidomimetic to identify a 
compound capable of reducing the division rate of the cell, does not reasonably provide 
enablement for a method of screening for a the broadly claimed compounds or a method of 
screenign in cells other than yeast cells is maitained for reasons of record. The specification 
does not enable any person skilled in the art to which it pertains, or with which it is most nearly 
connected, to the invention commensurate in scope with these claims.. 
(A) As drawn to cells other than yeast cells 

The claims are broadly drawn to encompass the reduction of cell growth in any type of cell. The 
specification states that "The search in the database reveals no other homologue in yeast or in 
any other organisms". Thus, as of the filing date, SML1 was only to be found in yeast cells. 
Thus one of skill in the art would not have a reasonable expectation of success of finding a 
mammalian homologue or any other homologue of SML1 which was present in cells other than 
yeast. The specification teaches that the SML1 protein binds directly to the large subunit of 
ribonucleotide reductase in yeast, and that the presence of said SML1 protein inhibits dNTP 
synthesis post-transcriptionally. The art teaches that peptides derived from the carboxyl 
terminus of the small subunit of ribonucleotide reductase (RR2 or rnr2) can act as an antagonist 
of the interaction between the large subunit (RR1 or rnrl) and the small subunit (Cohen et al, 
Nature, 1986, Vol. 321, pp. 441-443, especially page 442, second column, line 13 to page 443, 
first column, line 8) in herpesvirus encoded ribonucleotide reductase, thus inhibiting the 
synthesis of dNTP (ibid, page 332, first column, lines 8-10). It is specifically noted that the 
peptides derived from the herpesvirus encoded ribonucleotide reductase failed to inhibit the 
cellular ribonucleotide reductase and there was no sequence similarity between the carboxyl 
terminus of the RR2 subunit of herpesvirus and mammalian RR2. It appears that the sequences 
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of various ribonucleotide reductases differ substantially between organisms and it would not be 
expected that a protein which interacts with the a particular subunit in a specific organism would 
be able to interact with the same subunit in a different organism. It would be reasonably to 
conclude that the SML1 protein of the instant invention (SEQ ID NO: 2) would not be able to 
bind to the large subunit of mammalian ribonucleotide reductase. Furthermore, because a 
homologues of SML1 are not known to exist, the instant method could only be carried out with 
SML1 of yeast in yeast cells because there would be no reasonable expectation that the SML1 of 
SEQ ID NO:2 would bind to the large subunit of ribonucleotide reductase on human cells or 
mammalian cells and inhibit the interaction of RR1 with RR2. 

(B) As drawn to mimetics of SML1 other than fragments of SML1 and peptidomimetics 
The instant claims encompass the screening of compounds of any type including small molecule 
synthetic drugs, and natural products, as evidenced by claim 15. In order to fulfill the 
requirements of 1 12, first paragraph, the specification should enable the determination of 
whether or not said compounds are able to reduce the division rate of a cell by mimicking the 
binding of the SML1 protein to the large subunit of ribonucleotide reductase. The prior art 
teaches the inhibition of binding of the RR1 subunit to the RR2 subunit of ribonucleotide 
reductase by peptides derived from the carboxyl terminus of RR2, and that small peptide 
mimetics can increase the inhibition of enzyme activity to a greater extent than the sequence of 
the peptide fragment that retains the wild type sequence of the RR2 subunit (Dutia et al, Nature, 
1986, Vol. 321, pp. 439-441, especially page 440, second column, lines 7-22). This lends 
credence to the existence of peptidomimetics which can inhibit the binding of SML1 to the large 
subunit of ribonucleotide reductase, and provides a nexus for how to find said peptidomimetics. 
However, neither the specification nor the prior art describe the structural characteristics of 
compounds which are not peptides which can inhibit the binding of SML1 to the large subunit 
of ribonucleotide reductase, nor has the specification provided a single example of a non-peptide 
compounds which can function as claimed. Therefore, the instant methods claim which relies on 
the existence of "organic compounds" and "synthetic compounds" which are not peptides is not 
enabled by the specification, because one of skill in the art is not given any guidance which 
would lead to the identification of an "organic compound" or a "synthetic compound" which is 
not a peptide. Further, one of skill in the art would not have a reasonable expectation of success 
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carrying out the assay for the instant compounds because the existence of said compounds at the 
time of the instant filing date is uncertain. 

Given the lack of teachings in the specification addressing the issues of sections A and B above, 
one of skill in the art would be subjected to undue experimentation without reasonable 
expectation of success in order to practice the instant method to the full extent of the claims. 

Applicant argues that it was recognized at the time of filing that yeast SML1 interacted with 
mammalian RR and has provided the paper of Chabes et al to support this allegation. This has 
been considered but not found persuasive. The specification must be enabling at the time at 
which the earliest filing date is sought: in this case, the earliest filing date is September 24, 1998. 
The paper of Chabes et al was published December 17, 1999. It is further noted that said paper 
states "the inhibition as seen in and in vitro mouse RR assay is less pronounced than in the 
yeast system, which indicated an inhibition mechanism different from the one in yeast". Thus, 
one of skill in the art could not be certain that peptides derived from the carboxyl terminus of the 
small subunit of ribonucleotide reductase (RR or rnr2) can act as an antagonist of the interaction 
between the large subunit and the small subunit as disclosed by Cohen et al, ibid, to occur in 
yeast because it appears from the disclosure of Chabes et al that the mechanism of inhibition 
between SML1 and mammalian RR differs from the inhibition occurring between SML1 and 
yeast RR. 

Applicant argues that amendment of claim 15 to cancel reference to "an organic compound" and 
a "synthetic compound" would render moot the rejection based on the broadly invoked 
"compounds". This has been considered but not found persuasive. Although this subject matter 
was canceled in dependent claim 15, claim 14 contains no limitation on the term "compound". 

All other rejections and objections are withdrawn. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Karen A. Canella whose telephone number is (571)272-0828. 
The examiner can normally be reached on 1 1 am to 10 pm, except Wed, Fri. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Larry Helms can be reached on (571)272-0832. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



Karen A. Canella, Ph.D. 
11/14/2005 




